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AB The title compds. I [Cy = (un) substituted (hetero) aryl , 

(hetero) cycloalkyl; L = absent, (CR13R14)m / (CR13R14 ) nO (CR13R14 ) p, etc . ; 
Rl, R2 = (un) substituted alkyl; R3-R12 = H, W1X1Y1Z1; or R3 and R4 
together or R5 and R6 together or R7 and R8 together or R9 and RIO 
together or Rll and R12 together form 4-20 membered cycloalkyl or 
(un) substituted heterocycloalkyl ; or R3 and R12 together or R3 and RIO 
together or R3 and R8 together or R5 and RIO together or R5 and RIO 
together or R7 and R12 together form (un) substituted alkylene bridge; R13, 
R14 = H, halo, alkyl, etc.; Wl = absent, alkylenyl, O, etc.; XI = absent, 
alkylenyl, aryl, etc.; Yl = absent, O, S, etc.; Zl = H, halo, CN, etc.; m 
= 1-4; n = 0-3; p = 0-3; q = 0-2; with the provisos] which are inhibitors 
of 11-p hydroxysteroid dehydrogenase type 1 and antagonists of the 
mineralocorticoid receptor (MR), were prepared Thus, reacting 
2- (4-chlorophenyl) -2 -methylpropanoic acid with ( IS) -1 , 2 , 3 , 4- 
. tetrahydroisoquinolin- 1-ylmethanol in the presence of BOP and 
N-methylmorpholine in DMF afforded (IS) -II. The compds. I can be useful 
in the treatment of various diseases associated with expression or activity 
of 11-p hydroxysteroid dehydrogenase type 1 and/or diseases associated 
with aldosterone excess. The pharmaceutical composition comprising the 

compound 

I is disclosed. 

IT 872985-55-2P 872986-34-0P 872986-36-2P 

RL: PAC (Pharmacological activity) ; RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of amido compds. as inhibitors of 11-p -hydroxysteroid 
dehydrogenase type 1 (11PHSD1) and antagonists of the 
mineralocorticoid receptor (MR) ) 

RN 872985-55-2 CAPLUS 

CN Spiro [isobenzof uran-1 (3H) , 3 ' -pyrrolidin] -3-one, 1 ' - [2- (4 -chlorophenoxy) -2- 
methyl-l-oxopropyl] -, (l'R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 872986-34-0 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [4- [1, 1 -dimethyl- 2 -oxo-2 - [ (1R) -3- 
oxospiro [isobenzofuran-1 (3H) , 3 1 -pyrrolidin] -1 1 -yl] ethoxy] phenyl] 
1, 1-dimethylethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




OBu-t 



RN 872986-36-2 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 1 -pyrrolidin] -3-one, 1 ' - [2 -methyl -1 -oxo-2 - [4- (1 
piperazinyl) phenoxy] propyl] -, (1R) - (CA INDEX NAME) 



Absolute stereochemistry . 




IT 872985-48-3P 872985-49-4P 872985-50-7P 
872985-51-8P 872985-52-9P 872985-53-0P 

872985- 54-1P 872985-56-3P 872985-57-4P 

872986- 15-7P 872986-19-1P 872986-21-5P 
872986-23-7P 872986-25-9P 872986-27-1P 
872986-38-4P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
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(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of amido compds . as inhibitors of 11-p-hydroxysteroid 
dehydrogenase type 1 (lipHSDl) and antagonists of the 
mineralocorticoid receptor (MR) ) 
RN 872985-48-3 CAPLUS 

CN Spiro [isobenzof uran-1 (3H) , 3 ' -pyrrolidin] -3 -one, 1 • - [2- (4 -cyanophenoxy) -2- 
methyl-l-oxopropyl] - (9CI) (CA INDEX NAME) 




RN 872985-49-4 CAPLUS 

CN Spiro [isobenzof uran-1 (3H) , 3 ' -pyrrolidin] -3 -one, 1 ' - [2- ( 4 -chlorophenoxy) -2 
methyl -1-oxop ropy 1] - (CA INDEX NAME) 




RN 872985-50-7 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 ' -pyrrolidin] -3-one, 1 1 - [2- [4- 

(cyanomethyl) phenoxy] - 2 -methyl -1-oxop ropy 1] - (9CI) (CA INDEX NAME) 




RN 
CN 



872985-51-8 CAPLUS 

Spiro [isobenzofuran-1 (3H) , 3 ' -pyrrolidine] , 1 1 - [2- [4- (cyanomethyl) phenoxy] - 
2 -methyl -1-oxopropyl] - (9CI) (CA INDEX NAME) 
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RN 872985-52-9 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 ' -pyrrolidin] -3-one, 1 ' - [2-methyl-l-oxo-2 - [4 
pyridinyl) phenoxy] propyl] - (CA INDEX NAME) 



O Me 




c-o 




Me 



RN 872985-53-0 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 ' -pyrrolidin] -3-one, 1 ' - [2- [ (4 ' -f luoro [1, 1 
biphenyl] -4-yl) oxy] -2 -methyl- 1-oxop ropy 1] - (CA INDEX NAME) 



i _ 



O Me 




n — c- c- o — 



Me 



RN 872985-54-1 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 1 -pyrrolidine] , 1 1 - [2- [ (4 * -f luoro [1,1*- 
biphenyl] -4-yl) oxy] -2 -methyl -1-oxop ropyl] - (9CI) (CA INDEX NAME) 




RN 872985-56-3 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) ,3 ' -pyrrolidin] -3-one, l 1 - [2- (2,4- 

dichlorophenoxy) -2 -methyl - 1-oxopropyl] - , (l'R)- (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 



O CI 




O 



RN 872985-57-4 CAPLUS 

CN Spiro [isobenzofuran- 1 ( 3H) , 3 ' -pyrrolidin] -3 -one, l'-[2-(3,4- 

dichlorophenoxy) -2 -methyl - 1-oxopropyl] - , (l'R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 




RN 872986-15-7 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 ' -pyrrolidin] -3-one, 1 ■ - (2 -methyl - l-oxo-2 - 
phenoxypropyl) - , (1R)- (CA INDEX NAME) 

Absolute stereochemistry. 



O 




O 



RN 872 986-19-1 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 ' -pyrrolidin] -3-one, 1 ' - [2- (3 , 5- 

dichlorophenoxy) -2 -methyl -1-oxopropyl] - , (1R)- (CA INDEX NAME) 

Absolute stereochemistry . 
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O 




O 



RN 872986-21-5 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 1 -pyrrolidin] -3-one, 1' - [2- [4-chloro-3- 

(trif luoromethyDphenoxy] -2 -methyl -1-oxop ropyl] -, (1R)- (CA INDEX NAME) 

Absolute stereochemistry . 



O 




CI 



O 



RN 872986-23-7 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 1 -pyrrolidin] -3-one, 1 ' - [2- (4-chloro-3- 
f luorophenoxy) -2 -methyl- 1-oxop ropy 1] -, (1R) - (CA INDEX NAME) 

Absolute stereochemistry. 



O 




O 



RN 872986-25-9 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 ' -pyrrolidin] -3-one, 1 1 - [2- (4-chloro-2- 
methylphenoxy) -2 -methyl- 1-oxop ropyl] - , (1R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 872986-27-1 CAPLUS 

CN Spiro [isobenzofuran-1 (3H) , 3 ' -pyrrolidin] -3-one, 1 ' - [2-methyl-l-oxo-2- [4 
(trif luoromethyl) phenoxy] propyl] - , (1R) - (CA INDEX NAME) 



Absolute stereochemistry. 



O 




O 



RN 872986-38-4 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [4- [1, 1 -dimethyl- 2 -oxo- 2 - [ (1R) -3- 

oxospiro [isobenzofuran-1 (3H) , 3 ' -pyrrolidin] -1 1 -yl] ethoxy] phenyl] - , methyl 
ester (CA INDEX NAME) 

Absolute stereochemistry. 



O 
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OMe 




II 



AB Title compds. I [m = 0-4; Rl = halo, CN, OH, etc.; X = bond, CH2 and Y = 
bond, CH2 provided that X, Y do not both simultaneously represent bond, 
CH2; n = 0-2; R2 = halo, alkyl, haloalkyl ; q = 0-1; p = 0-2; R3 = halo, 
amino, carboxyl, etc.; R4 = H, alkyl, haloalkyl, halo; a = 0-2 provided 
that p and a are not both 0; R5 = (un) saturated 5 - 10 -membered ring system] 
prepared For instance, II is prepared in 4 steps from 5-methoxy-2- 
nitrophenol, (S) -oxiran-2 -ylmethanol , and 5-chlorospiro [3H-benzof uran-2 , 4 ' 
piperidine] (preparation given) . I are modulators of chemokine receptor 
activity [no data] and useful for the treatment of, e.g., rheumatoid 
arthritis . 

IT 857264 -51-8P, N-[2- [3 -Amino- 2- (spiro [3H-benzof uran-2 , 4 ■ -piperidin] - 
1 1 -yl) propoxy] -4 -methoxyphenyl] acetamide 
RL: BYP (Byproduct) ; PREP (Preparation) 

(preparation of tricyclic spiropiperidines as modulators of chemokine 
receptor activity) 
RN 857264-51-8 CAPLUS 

CN Acetamide, N- [2- (3 -amino- 2 -spiro [benzof uran-2 (3H) , 4 ■ -piperidin] -1 ' - 
ylpropoxy) -4 -methoxyphenyl] - (9CI) (CA INDEX NAME) 



are 



OMe 



CH 2 -NH 2 




CH- CH2~ O 



NHAc 



IT 857264-43-8P, N- [2- [ [3 -Amino-2 - ( 5 -chlorospiro [3H-benzof uran-2 , 4 1 - 
piperidin] -1 ' -yl) propyl] oxy] -4 -methoxyphenyl] acetamide 
RL: BYP (Byproduct) ; SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of tricyclic spiropiperidines as modulators of chemokine 
receptor activity) 
RN 857264-43-8 CAPLUS 

CN Acetamide, N- [2- [3 -amino- 2- (5-chlorospiro [benzof uran-2 (3H) , 4 ' -piperidin] - 
1 ' -yl) propoxy] -4 -methoxyphenyl] - (CA INDEX NAME) 
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F- C- CO2H 
F 



IT 857264-79-0P, 5-Chloro-2- [2-chloro-3- ( 5 -chlorospiro [3H-benzof uran- 
2,4' -piperidin] -1 1 -yl) propoxy] -4- [ (4 -methoxybenzyl ) oxy] benzoic acid 
trif luoroacetate 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of tricyclic spiropiperidines as modulators of chemokine 
receptor activity) 
RN 857264-79-0 CAPLUS 

CN Benzoic acid, 5-chloro-2- [2-chloro-3- (5 -chlorospiro [benzof uran-2 (3H) , 4 ' - 
piperidin] -1' -yl) propoxy] -4- [ (4 -methoxyphenyl) methoxy] -, trif luoroacetate 
(9CI) (CA INDEX NAME) 

CM 1 



CRN 857264-78-9 

CMF C30 H30 C13 N 06 



CI 



H0 2 C 



CI 



OMe 




CH2~ CH- CH2~ 0 \^ — 0~ CH2 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F- C~ C0 2 H 
F 
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AB The invention provides tricyclic spiropiperidines or spiropyrrolidines 
(shown as I; variables defined below; e.g. II), processes for their 
preparation, pharmaceutical compns . containing them and their use in therapy 

for 



10/583,468 

disorders affected by modulation of chemokine receptors (no data) . For I: 
m is 0-4; each Rl = halogen, cyano, hydroxy, C1-C6 alkyl, C1-C6 haloalkyl, 
C1-C6 alkoxy or sulfonamido; either X = a bond, -CH2-, -0- or -C(0)- and Y 
= a bond, -CH2-, -0- or -C(O)-, or X and Y together = -CH:CMe- or 
-CMe:CH-, ,and Z = a bond, -0-, -NH- or -CH2-, provided that only one of X, 
Y and Z can be a bond at any one time and provided that X and Y do not 
both simultaneously = -0- or -C(0)-. N = 0-2; each R2 = halogen or C1-C6 
alkyl; q = 0-1; R3 = -NHC(O)R10, -C(0)NR11R12 or -C00R12a; R4 , R5 , R6 , R7 
and R8 = H or a C1-C6 alkyl group; t = 0-2; each R9 = halogen, cyano, 
hydroxy, carboxy, C1-C6 alkoxy, C1-C6 alkoxycarbonyl , C1-C6 haloalkyl, or 
C1-C6 alkyl; addnl . details are given in the claims. Methods of preparation 
are claimed and >20 0 example prepns. are included. For example, II was 
prepared in 2 steps starting from N- (2 -hydroxyphenyl ) acetamide, 
( (2S) -oxiran-2-yl) methyl and Cs2C03 in DMF to give N- [2- [ ( (2S) -oxiran-2- 
yl ) me thoxy] phenyl] acetamide as an intermediate, which was reacted with 
5-chloro-3H-spiro [1-benzof uran-2 , 4 ' -piperidine] in EtOH to give II. 
IT 644968-87-6P 644969-01-7P . 644969-11-9P 
644969-20-0P 644969-46-0P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of tricyclic spiropiperidines or 
spiropyrrolidines useful against disorders affected by modulation of 
chemokine receptors) 
RN 644968-87-6 CAPLUS 

CN Acetamide, N- [2- [ (2S) -3 - ( 5 -chlorospiro [benzof uran-2 (3H) , 4 ' -piperidin] -1 ' - 
yl) -2-hydroxy-2-methylpropoxy] -4 -hydroxyphenyl] -, mono ( trif luoroacetate) 
(salt) .(9CI) (CA INDEX NAME) 

CM 1 

CRN 644968-86-5 

CMF C24 H2 9 CI N2 05 

Absolute stereochemistry. 



OH 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F- C~ 

I 

F 
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RN 644969-01-7 CAPLUS 

CN Acetamide, N- [2- [ (2S) -2 -hydroxy- 2 -methyl -3 -spiro [isobenzof uran- 1 (3H) , 4 
piperidin] -1 ' -ylpropoxy] -4 -methoxyphenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NHAc Me OH 




RN 644969-11-9 CAPLUS 

CN Benzamide, 2- [ (2S) -3 - ( 5 -chlorospiro [benzof uran-2 (3H) , 4 1 -piperidin] -1 1 - 
2-hydroxy-2-methylpropoxy] -N- eye lopropyl- 4 -hydroxy- (CA INDEX NAME) 

Absolute stereochemistry. 



OH 




RN 644969-20-0 CAPLUS 

CN Benzamide, 2- [ (2S) -3- ( 5 -chlorospiro [benzof uran-2 (3H) , 4 ' -piperidin] -1' - 
2 -hydroxy-2 -methylpropoxy] -4 -hydroxy -N -methyl- , mono ( trif luoroacetate) 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 644969-19-7 

CMF C24 H2 9 Cl N2 05 



Absolute stereochemistry. 
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OH 




CM 2 

' CRN 76-05-1 
CMF C2 H F3 02 



4 

F- C- CO2H 
F 

RN 644969-46-0 CAPLUS 

CN Benzamide, 2- [ (2S) -3- ( 5-chlorospiro [isobenzof uran- 1 (3H) , 4 1 -piperidin] -1 ' - 
yl) -2-hydroxy-2-methylpropoxy] -N-cyclopropyl -4 -hydroxy- (CA INDEX NAME) 

Absolute stereochemistry. 



H 




644969-14-2P 644969-23-3P 644969-47-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of tricyclic spiropiperidines or spiropyrrolidines useful 
against disorders affected by modulation of chemokine receptors) 

644 969-14-2 CAPLUS 

Benzamide, 2- [ (2S) -3- (5-chlorospiro [benzof uran-2 (3H) , 4 1 -piperidin] -1 ' -yl) - 
2-hydroxy-2-methylpropoxy] -N-cyclopropyl -4 - [ (4 -methoxyphenyl) methoxy] - 
(CA INDEX NAME) 



IT 



RN 
CN 
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Absolute stereochemistry. 



OMe 




CI 



RN 644969-23-3 CAPLUS 

CN Benzamide, 2- [ (2S) -3- ( 5-chlorospiro [benzof uran-2 (3H) , 4 1 -piperidin] -1 1 -yl) - 
2-hydroxy-2-methylpropoxy] -4- [ (4 -methoxyphenyl ) methoxy] -N- methyl- (CA 
INDEX NAME) 

Absolute stereochemistry . 



O 




CI 



RN 644969-47-1 CAPLUS 

CN Benzamide, 2- [ (2S) -3- (5-chlorospiro [isobenzof uran- 1 (3H) , 4 1 -piperidin] -1 1 - 
yl) -2-hydroxy-2-methylpropoxy] -N- cyclop ropyl -4 - [ (4 -methoxyphenyl) methoxy] - 
(CA INDEX NAME) 



Absolute stereochemistry. 
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H 




OMe 

REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

=> d his 

(FILE 'HOME' ENTERED AT 11:43:59 ON 11 JAN 2008) 

FILE 'REGISTRY' ENTERED AT 11:44:10 ON 11 JAN 2008 
LI STRUCTURE UPLOADED 

L2 2 S LI 

L3 65 S LI FULL 

FILE 'CAPLUS' ENTERED AT 11:45:10 ON 11 JAN 2008 
L4 3 S L3 

= > d 11 

LI HAS NO ANSWERS 
LI STR 




Gl C,N, X 



Structure attributes must be viewed using STN Express query preparation. 



